Lipopolysaccharide induces TLR-1-8 mRNAs over-expression in corneal fibroblast. Analyzing if other TLR-ligands can do the same, we found that peptidoglycan does, but not muramyldipeptide, lipoteichoic acid and polyI:C. This suggests that the recognition of lipopolysaccharide and peptidoglycan is enough to alert these cells against microorganisms through the over-expression of the majority TLRs.
known that a specific PAMP can induce the over-expression of its specific TLR, and the most well studied example is LPS, which can over-express TLR-4 (4). However, this overexpression is not exclusive of a specific TLR, since it has been observed that the induction with a particular PAMP can induce the over-expression of several TLRs, for instance, LPS can increase the expression of other TLRs not related to LPS such as TLR-2, -3, -6 and -7 in primary human intestinal myofibroblast cells (9) . Our group has previously reported that murine Balb/c corneal fibroblast cells treated with LPS from Escherichia coli over-express TLRs from 1 to 9, and that murine NIH corneal fibroblasts cells over-express TLRs from 1 to 7 using the same stimuli (10) . In order to keep exploring the behavior of corneal fibroblasts when they are treated with different PAMPs, we worked with PGN and LTA from (Table 1) . NF-κB and c-Jun recognition sequences were found in almost all TLR promoters. NF-κB recognition sequences were absent in the TLR-9 promoter. This could explain why PGN can activate NF-κB and induce the overexpression of the majority of TLRs mRNAs, except TLR-9.
Although other experiments should be done to support experimentally this suggestion, it has been already shown that TLR-2 and TLR-4 promoters have NF-κB recognition sites and that TLR-2 and TLR-4 are over-expressed through NF-κB (6), activator protein 1 (AP1) (2), PU.1 (2) and Sp1 (12) activation.
There is no information about the transcription factors that are involved in the other TLRs. c-Jun recognition sequences were absent in the TLR-1 promoter and IRF recognition sequences were found with less frequency than NF-κB, and it is only present in TLR-2 and TLR-5 promoters. According to the above mentioned, we suggest that NF-κB could be the main transcription factor involved in the TLRs induction of expression (or over-expression)
in PGN stimulated cells.
In summary, this work shows that PGN from S. aureus is a potent activator for the expression of several TLRs mRNAs in corneal fibroblasts, meanwhile MDP and poly I:C induce preferentially intracellular TLRs mRNAs. * To consider the recognition sites as real, it was requested that the sites were found in the three programs.
